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OFFICIAL ACTION 



Status of Claims 



Claims 1-38 are currently pending and therefore examined herein on the merits for 
patentability. 



Claims 29-30 are objected to because of the following informalities: "gababentin" should be 
rewritten as "gabapentin." Appropriate correction is required. 



The following is a quotation of the appropriate paragraph of 35 U.S.C. § 103, which forms the 

basis of the obviousness rejections as set forth under this particular section of the Official Action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious 
at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

1. Claims 1-7 and 26-31 are rejected under 35 U.S.C. § 103(a) as being unpatentable over the 
combined teachings of the Carter '881 publication in view of U.S. Patent 4,024,175 (hereinafter the 
Satzinger '175 patent). 

With respect to claims 1-7 of the instant application, the Carter '881 publication teaches a 
process for preparing an injectable pharmaceutical composition for use in the treatment of epilepsy, 
said injectable pharmaceutical composition may comprise gabapentin in combination with a 
physiologically acceptable carrier or excipient, wherein said process includes sterilizing said 
composition by filtering; sterilizing said composition by heating with an autoclave; aseptically filling 



Claim Objections 



Claim Rejections - 35 U.S.C § 103 
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an ampoule with said composition; and sterilizing said ampoule containing said composition (page 8, 
lines 1-2; page 9, lines 26-28; page 10, lines 3, 25-27 and 31; page 11, lines 7-18 and 28-32; page 12, 
lines 1-7; page 28, lines 1-11). Although said injectable pharmaceutical composition may comprise 
gabapentin (page 9, lines 26-28; and page 10, line 3), it would have been prima facie obvious to one of 
ordinary skill in the art at the time the instant application was filed to in fact utilize gabapentin as the 
Carter 6 881 publication teaches that the compounds of the invention are useful in the treatment of 
epilepsy (page 8, lines 1-2), as is gabapentin. Therefore, one of ordinary skill in the art would have 
been motivated to utilize gabapentin, in combination with the compounds of the invention taught in the 
Carter '881 publication, so as to obtain an injectable pharmaceutical composition for use in the 
treatment of epilepsy, wherein said injectable pharmaceutical composition comprises not one, but two 
compounds possessing anti-epileptic properties. 

With respect to claims 1-7 and 26-31 of the instant application, although the Carter '881 
publication discloses a process for preparing an injectable pharmaceutical composition, which may 
comprise gabapentin, for use in the treatment of epilepsy, as discussed hereinabove, the Carter '881 
publication does not teach an injectable dosage amount of said gabapentin. However, the Satzinger 
'175 patent teaches an injectable pharmaceutical composition for use in the treatment of epilepsy, said 
injectable pharmaceutical composition comprising: gabapentin; and a pharmacologically compatible 
carrier or diluent, wherein said gabapentin is parenterally administered in an injectable dosage amount 
ranging from 5 mg to 50 mg (column 1, lines 5-12 and 26-29; and column 3, lines 24-52). As a result, 
the Satzinger '175 patent teaches parenterally administering gabapentin in an injectable dosage amount 
ranging from 5 mg to 50 mg so as to impart anti-epileptic properties to said injectable pharmaceutical 
composition. Therefore, it would have been prima facie obvious to one of ordinary skill in the art at 
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the time the instant application was filed to prepare the injectable pharmaceutical composition, as 
taught by the Carter '881 publication, having an injectable dosage amount of gabapentin ranging from 
5 mg to 50 mg for parenteral administration so as to impart desired anti-epileptic properties to said 
injectable pharmaceutical composition. In addition however, while the Satzinger 6 175 patent does not 
explicitly teach the instantly claimed concentrations (i.e., specific weight per volume) of gabapentin 
present within said the injectable pharmaceutical composition, it is well within the purview of the 
skilled artesian to determine the desired optimal workable concentrations of gabapentin by 
systematically adjusting the injectable dosage amounts of gabapentin, as taught in the Satzinger '175 
patent, within a given per unit volume during the course of routine experimentation. "Where the 
general conditions of a claim are disclosed in the prior art, it is not inventive to discover the optimum 
or workable ranges by routine experimentation." See In re Alter, 105 USPQ 233, 235 (CCPA 1955). 
"The normal desire of scientists or artisans to improve upon what is already generally known provides 
the motivation to determine where in a disclosed set of percentage ranges is the optimum combination 
of percentages." See Peterson, 65 USPQ2d 1379, 1382 (Fed. Cir. 2003). 

2. Claims 8-20 are rejected under 35 U.S.C. § 103(a) as being unpatentable over the Carter c 881 
publication in view of the Satzinger '175 patent, and in further view of U.S. Patent 5,603,894 
(hereinafter the Aikus '894 patent) and in further view of U.S. Patent 6,046,353 (hereinafter the Grote 
'353 patent). 

The teachings of the Carter '881 publication and the Satzinger '175 patent are incorporated 
herein by reference and are therefore applied in the instant rejection as discussed hereinabove. 
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With respect to claims 8-20 of the instant application, while neither the Carter 4 881 publication, 
nor the Satzinger '175 patent teach heat sterilization at either a specific temperature (i.e., between 
about 105°C and about 140°C) for a specific duration in time (i.e., between about 2 minutes and about 
60 minutes), or a specific degree of sterilization F 0 (i.e., Fo of about 1 to 24 or greater), the Aikus '894 
patent teaches a method of sterilizing a pharmaceutical composition comprising a heat sensitive 
compound by heating said composition to an elevated temperature for a short period of time, wherein 
the temperature and the time required to obtain a desired degree of sterilization F 0 (generally greater 
than 6, and preferably greater than 8, at an elevated temperature of about 121°C) are calculated and 
adjusted so as to minimize thermal degradation of said heat sensitive compound (column 1, lines 6-13; 
column 2, lines 47-53; and column 4, lines 27-45). In addition, the Grote '353 patent teaches limiting 
the duration of heat exposure of a heat sensitive compound, namely 3-(aminomethyl)-5- 
methylhexanoic acid (which is structurally similar to gabapentin), so as to minimize undesired 
decomposition and lactamization of 3-(aminomethyl)-5-methylhexanoic acid to the corresponding 
lactam (column 14, lines 41-48; column 15, lines 56-67; and column 16, lines 1-9), as illustrated 
hereinbelow: 




3-(aminomethyl)-5-methylhexanoic acid corresponding lactam 
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gabapentin (i.e., 2-(l-(aminomethyl)cyclohexyl)acetic acid) gabapentin lactam 

Furthermore, while none of the aforementioned references explicitly teach each of the instantly 
claimed elevated temperatures, durations of time and degrees of sterilization Fo, it is well within the 
purview of the skilled artesian to determine the desired optimal workable elevated temperatures, 
durations of time and degrees of sterilization Fo, by systematically adjusting the aforementioned 
parameters during the course of routine experimentation so as to obtain a desired degree of sterilization 
Fo, while minimizing the degree of thermal degradation of said heat sensitive composition due to 
extended durations of exposure to elevated temperatures. "Where the general conditions of a claim are 
disclosed in the prior art, it is not inventive to discover the optimum or workable ranges by routine 
experimentation." See In re Alter, 105 USPQ 233, 235 (CCPA 1955). "The normal desire of scientists 
or artisans to improve upon what is already generally known provides the motivation to determine 
where in a disclosed set of percentage ranges is the optimum combination of percentages." See 
Peterson, 65 USPQ2d 1379, 1382 (Fed. Cir. 2003). Sufficient motivation, as well as a reasonable 
expectation of success, exists to combine the aforementioned references, as they collectively teach heat 
sterilizing a heat sensitive compound by limiting the duration of heat exposure of said heat sensitive 
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compound, so as to obtain a desired degree of heat sterilization while minimizing undesired thermal 
degradation of said heat sensitive compound. 

3. Claims 21-25 are rejected under 35 U.S.C. § 103(a) as being unpatentable over the Carter '881 
publication in view of the Satzinger 4 175 patent, and in further view of U.S. Patent 6,054,482 
(hereinafter the Augart 6 482 patent). 

The teachings of the Carter '881 publication and the Satzinger '175 patent are incorporated 
herein by reference and are therefore applied in the instant rejection as discussed hereinabove. 

With respect to claims 21-25 of the instant application, while neither the Carter '881 
publication, nor the Satzinger '175 patent teach a specific weight per volume percentage of the 
corresponding undesirable lactam within said composition, the Augart '482 patent teaches a 
pharmaceutical composition for use in the treatment of epilepsy, said composition comprising 
gabapentin, wherein the specific weight percent of the corresponding undesirable lactam within said 
composition is less than or equal to 0.5% by weight (abstract; column 1, lines 10-21; column 2, lines 
16-52; column 3, lines 26-35; column 4, lines 50-53; column 5, lines 5-67; and column 6, lines 1-5). It 
would have been prima facie obvious to one of ordinary skill in the art at the time the instant 
application was filed to modify both the Carter '881 publication and the Satzinger '175 patent, with the 
teachings of the Augart '482 patent, so as to provide a pharmaceutical composition comprising 
gabapentin for use in the treatment of epilepsy, wherein said composition has a weight percent of the 
corresponding undesirable lactam of less than or equal to 0.5% by weight. One of ordinary skill in the 
art would have been motivated to decrease the concentration of the corresponding undesirable lactam 
so as to thereby decrease the level of toxicity within said composition, said toxicity being associated 
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with and attributable to the amount of corresponding undesirable lactam present with said composition, 
as taught by the Augart '482 patent (column 4, lines 50-53). 

4. Claims 21-25 and 32-35 are rejected under 35 U.S.C. § 103(a) as being unpatentable over the 
Carter '881 publication in view of the Satzinger 6 175 patent, and in further view of U.S. Pre-Grant 
Patent Application Publication Number 2002/0198261 (hereinafter the Kulkarni '261 publication). 

The teachings of the Carter '881 publication and the Satzinger c 175 patent are incorporated 
herein by reference and are therefore applied in the instant rejection as discussed hereinabove. 

With respect to claims 21-25 of the instant application, while neither the Carter '881 
publication, nor the Satzinger '175 patent teach a specific weight per volume percentage of the 
corresponding undesirable lactam within said composition, the Kulkarni '261 publication teaches a 
pharmaceutical composition for use in the treatment of epilepsy, said composition comprising 
gabapentin, wherein the specific weight percent of the corresponding undesirable lactam within said 
composition is less than or equal to 0.5% by weight (abstract; [0001]-[0007]; [0009]-[0015]; [0068]; 
[0071]-[0072]; [0074]; [0077]; [0080]-[0085]; and claim 14). It would have been prima facie obvious 
to one of ordinary skill in the art at the time the instant application was filed to modify both the Carter 
'881 publication and the Satzinger '175 patent, with the teachings of the Kulkarni '261 publication, so 
as to provide a pharmaceutical composition comprising gabapentin for use in the treatment of epilepsy, 
wherein said composition has a weight percent of the corresponding undesirable lactam of less than or 
equal to 0.5% by weight. One of ordinary skill in the art would have been motivated to decrease the 
concentration of the corresponding undesirable lactam so as to thereby decrease the level of toxicity 
within said composition, said toxicity being associated with and attributable to the amount of 
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corresponding undesirable lactam present with said composition, as taught by the Kulkarni '261 
publication [00 1 0] and [0077] . 

With respect to claims 32-34 of the instant application, while neither the Carter '881 
publication, nor the Satzinger '175 patent teach utilizing sodium hydroxide and hydrochloric acid as 
pH buffers, in the absence of preservatives, the Kulkarni '261 publication teaches a pharmaceutical 
composition for use in the treatment of epilepsy, said composition comprising gabapentin, sodium 
hydroxide and hydrochloric acid, in the absence of preservatives (abstract; [0001]-[0007]; [0009]- 
[0015]; [0068]; [0071]-[0072]; [0074]; [0077]; [0080]-[0085]; and claim 14). It would have been 
prima facie obvious to one of ordinary skill in the art at the time the instant application was filed to 
modify both the Carter '881 publication and the Satzinger '175 patent, with the teachings of the 
Kulkarni '261 publication, so as to provide a pharmaceutical composition for use in the treatment of 
epilepsy, wherein said composition comprises gabapentin, sodium hydroxide and hydrochloric acid, in 
the absence of preservatives. One of ordinary skill in the art would have been motivated to utilize 
sodium hydroxide and hydrochloric acid as pH buffers, in the absence of preservatives (as the addition 
of preservatives is not necessary [0074]), within said composition, so as to buffer said composition to a 
pH of about 5.5 to about 7.0 so as to substantially avoid undesired lactam formation, as taught by the 
Kulkarni '261 publication [0071]-[0072]. 

With respect to claim 35 of the instant application, although the Carter '881 publication teaches 
a process for sterilizing an injectable pharmaceutical composition by filtering, the Carter '881 
publication does not specifically mention a particular pore size of about 0.22 ^im. However, while the 
Carter '881 publication does not explicitly teach the instantly claimed filtration pore size it is well 
within the purview of the skilled artesian to determine the optimal filtration pore size by systematically 
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adjusting the concentrations thereof during the course of routine experimentation. One of ordinary 
skill in the art at the time the instant application was filed would have been motivated to systematically 
adjust the filtration pore size during the course of routine experimentation to obtain a desired specific 
degree of sterilization Fo. "Where the general conditions of a claim are disclosed in the prior art, it is 
not inventive to discover the optimum or workable ranges by routine experimentation." See In re 
Aller, 105 USPQ 233, 235 (CCPA 1955). "The normal desire of scientists or artisans to improve upon 
what is already generally known provides the motivation to determine where in a disclosed set of 
percentage ranges is the optimum combination of percentages." See Peterson, 65 USPQ2d 1379, 1382 
(Fed. Cir. 2003). 

5. Claims 36-38 are rejected under 35 U.S.C. § 103(a) as being unpatentable over the Carter '881 
publication in view of the Satzinger '175 patent, in further view of the Kulkarni '261 publication as 
applied to claim 33 above, and in further view of the Aikus '894 patent and the Grote '353 patent. 

The teachings of the Carter '881 publication in view of the Satzinger '175 patent, in further 
view of the Kulkarni '261 publication as applied to claim 33 are therefore applied in the instant 
rejection as discussed hereinabove. 

While neither the Carter '881 publication, the Satzinger '175 patent, nor the Kulkarni '261 
publication explicitly teach heat sterilization at either a specific temperature (i.e., between about 105°C 
and about 140°C) for a specific duration in time (i.e., between about 2 minutes and about 60 minutes), 
or a specific degree of sterilization F 0 (i.e., F 0 of about 1 to 24 or greater), the Aikus '894 patent 
teaches a method of sterilizing a pharmaceutical composition comprising a heat sensitive compound by 
heating said composition to an elevated temperature for a short period of time, wherein the temperature 
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and the time required to obtain a desired degree of sterilization Fo (generally greater than 6, and 
preferably greater than 8, at an elevated temperature of about 121°C) are calculated and adjusted so as 
to minimize thermal degradation of said heat sensitive compound (column 1, lines 6-13; column 2, 
lines 47-53; and column 4, lines 27-45). In addition, the Grote '353 patent teaches limiting the 
duration of heat exposure of a heat sensitive compound, namely 3-(aminomethyl)-5-methylhexanoic 
acid (which is structurally similar to gabapentin), so as to minimize undesired decomposition and 
lactamization of 3-(aminomethyl)-5-methylhexanoic acid to the corresponding lactam (column 14, 
lines 41-48; column 15, lines 56-67; and column 16, lines 1-9), as illustrated hereinbelow: 




3-(aminomethyl)-5-methylhexanoic acid corresponding lactam 




gabapentin (i.e., 2-(l -(aminomethyl)cyclohexyl)acetic acid) gabapentin lactam 
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Therefore, while none of the aforementioned references explicitly teach each of the instantly claimed 
elevated temperatures, durations of time and degrees of sterilization Fo, it is well within the purview of 
the skilled artesian to determine the desired optimal workable elevated temperatures, durations of time 
and degrees of sterilization Fo, by systematically adjusting the aforementioned parameters during the 
course of routine experimentation so as to obtain a desired degree of sterilization F 0 , while minimizing 
the degree of thermal degradation of said heat sensitive composition due to extended durations of 
exposure to elevated temperatures. "Where the general conditions of a claim are disclosed in the prior 
art, it is not inventive to discover the optimum or workable ranges by routine experimentation." See In 
re Alter, 105 USPQ 233, 235 (CCPA 1955). "The normal desire of scientists or artisans to improve 
upon what is already generally known provides the motivation to determine where in a disclosed set of 
percentage ranges is the optimum combination of percentages." See Peterson, 65 USPQ2d 1379, 1382 
(Fed. Cir. 2003). 

Furthermore, although none of the aforementioned references explicitly teach each of the 
instantly claimed elevated temperatures, durations of time and degrees of sterilization F 0 , the Aikus 
'894 patent teaches a method of sterilizing a pharmaceutical composition comprising a heat sensitive 
compound by heating said composition to an elevated temperature for a short period of time, while the 
Grote '353 patent teaches limiting the duration of heat exposure of a heat sensitive compound, namely 
3-(aminomethyl)-5-methylhexanoic acid (which is structurally similar to gabapentin), so as to 
minimize undesired decomposition and lactamization of 3-(aminomethyl)-5-methylhexanoic acid to 
the corresponding lactam, as discussed hereinabove. Therefore, it would have been prima facie 
obvious to modify the sterilization of said pharmaceutical composition comprising a heat sensitive 
gabapentin compound, as taught in the Carter '881 publication, to obtain a desired degree of 



Application/Control Number: 10/808,1 13 Page 13 

Art Unit: 1616 Examiner: David P. Stitzel, Esq. 

sterilization while minimizing undesired decomposition arid lactamization, as suggested by the Aikus 
'894 patent and the Grote '353 patent. One of ordinary skill in the art would have been motivated, as 
well as had a reasonable expectation of success, to heat sterilize the pharmaceutical composition 
comprising a heat sensitive gabapentin compound by limiting the duration of heat exposure of said 
heat sensitive compound, so as to obtain a desired degree of heat sterilization while minimizing 
undesired thermal degradation and lactamization of said heat sensitive compound, as suggested by the 
Aikus '894 patent and the Grote '353 patent. 

Conclusion 

Claims 1-38 are rejected. 

Contact Information 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to David P. Stitzel, Esq. whose telephone number is 571-272-8508. The examiner 
can normally be reached on Monday-Friday, from 7:30AM-6:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Sreenivasan Padmanabhan can be reached at 571-272-0629. The central fax number for the USPTO is 
571-273-8300. 
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